Background
Introduction compared these agents under different scenarios: general scenario, patients with a high risk of stroke (CHADS 2 score!3), and patients taking one of these medicines for primary or for secondary stroke prevention. We chose this method because it can evaluate therapeutic alternatives by integrating multiple criteria in an explicit manner, including the trade-offs between benefits and risks [25] [26] .
Method
MCDA is a method for supporting decision making and has been used in fields of economics and management [27] [28] . MCDA can also be used to support healthcare decisions, for instance, for assessing risks and benefits of medical technologies. It is a sound framework for integrating multiple benefit and risk criteria based on their perceived value, and using this as a basis for comparing alternative treatments. Its advantages, compared with head-to-head clinical trials, include expressing all effects (favorable and unfavorable) of different performance metrics (e.g., measurable quantities, scoring systems, relative frequencies, health outcomes); capturing trade-offs among the effects; and calculating the weight for each outcome against other outcomes [25] [26] . Using a decision value tree, a performance score can be calculated for a drug to represent its benefit-risk balance, considering the health utilities, relative to other drugs. Both benefit and risk criteria can be split into multiple sub-criteria in case of different primary endpoints, subgroups, and interactions [21, 26, 29] . We used similar methods to assess the comparative benefit-risk balance of oral phosphodiesterase type 5 inhibitors for erectile dysfunction [30] .
Decision models were created to compare the benefit-risk balance of new oral anticoagulant agents and warfarin under four scenarios: (1) the general population (70 year-old), (2) patients with a higher risk of stroke (CHADS 2 score!3), (3) primary stroke prevention, and (4) secondary stroke prevention. Selection of criteria and sub-criteria in this study was based on good decision analysis practice [31] [32] , which recommends that criteria should have the following key characteristics: being clinically important, essential, non-redundant, operational, complete, and reflecting the goals of decision and questions of study. According to these principles, we reviewed the literature and selected criteria (benefits and risks) to create our decision models.
For the general population, we followed Canestaro et al (2013) [24] and used the effect sizes of prevention of ischemic stroke and prevention of systemic embolism as sub-criteria for benefits, and risks of intracranial bleeding and extracranial bleeding as sub-criteria for risks (Fig 1) . For patients with a higher risk of stroke, we followed Schneeweiss et al (2012) [16] and used prevention of stroke or systemic embolism as a sub-criterion for benefits, and major bleeding as a sub-criterion for risks. For primary or secondary stroke prevention, we followed Rasmussen et al (2012) [15] and used prevention of stroke or systemic embolism and prevention of death from vascular causes as sub-criteria for benefits, and intracranial bleeding and other local bleeding as sub-criteria for risks. These three studies were published in major journals and their data sources were large RCTs and/or meta-analyses of RCTs. Therefore, we selected these studies to provide the comparative data on benefits (the reciprocal of hazard ratios to represent "prevention" effects) and risks (hazard ratios) of oral anticoagulants and warfarin on various sub-criteria for our models, which are not available from single RCTs, or cohort or case-control studies [15] [16] 24] . Warfarin was used as a baseline alternative when it is one of the options; otherwise, rivaroxaban was used as a baseline alternative.
Our MCDA modeling overall involved the following steps: (i) develop decision models with multiple criteria (decision value tree), (ii) pull data from the literature on effect sizes (with 95% confidence intervals) for benefit and risk criteria for each drug compared with other drugs, (iii) for each criterion, scale and normalize the values of the effect (and 95% confidence intervals) of all drugs so that the range is between 0 and 1, (iv) estimate the weight for each criterion against other criteria based on health utilities representing their relative importance from patients' perspectives, (v) and finally based on ranking of drugs using standardized effect sizes and weighting of their health utilities, calculate a performance score for each drug, integrating its benefit-risk balance, considering health utilities, against therapeutic alternatives.
To accommodate uncertainties, instead of inputting only the exact values for hazard ratios (or the reciprocal of hazard ratios) reported in published studies, we used the "Three Point Estimate" method to allow the model to consider values within the 95% confidence interval of the hazard ratios (or the reciprocal of hazard ratios). Table 1 shows the data imputed in the model, including the overall and different scenarios [15-16, 24, 33-35] .
To compare drugs for each single criterion, we scaled and normalized the values of the effect and their intervals using "Single-attribute Utility Function" [36] method with appropriate quadratic function so that the range is between 0 and 1 (0 represents the least preferred and reflects the lowest possible value among all drugs; and 1 represents the most preferred and reflects the highest possible value among all drugs). The quadratic utility functions are defined as follows: a. for benefit criteria:
b. for risk criteria:
Next, we estimated the weight for each criterion against other criteria based on health utilities representing their relative importance that partly reflect the severity of disease and patients' concerns. We reviewed the literature for existing health utility measures (mean and range from experts' and patients' views) of all possible health status of criteria (Table 2) ; where no health utility measures exist, our assumed health utilities are noted in Table 2 . While health utility measures exist for (some) criteria, little is known about their relative importance against each other. Therefore, we used the "Analytic Hierarchy Process" [37] [38] method to estimate the weight for each criterion against other criteria. This method provides a framework for ranking the criteria by calculated weights and for evaluating therapeutic alternatives. The weight for each criterion are determined by sequentially comparing the reciprocal of health utilities (Table 2 ) of all possible pairs of criteria and the eigenvectors [39] calculated in Analytic Hierarchy Process [33] [34] [35] . Specific (sub)criteria that are of higher concern to patients have higher values in weights. Based on this approach, the weights for "benefits" and "risks" criteria for the general population were 0.631 and 0.369 respectively. The weights for sub-criteria in descending order were prevention of ischemic stroke (0.43), risk of intracranial bleeding (0.252), prevention of systemic embolism (0.202), and risk of extracranial bleeding e.g., gastrointestinal bleeding (0.116). Finally, we calculated a performance score for each oral anticoagulant agent and warfarin that combined all of its sub-criteria of benefits and risks and their weights, relative to other agents; drugs with higher performance scores are preferred. Sensitivity analyses of weights (derived from the range of health utilities; Table 2 ) for major sub-criteria (prevention of ischemic stroke and risk of intracranial bleeding) were also conducted to determine how variations in the assigned weights for these criteria would affect the results.
Results
The general population (70 years old) Table 3 Iso-performance score curves for prevention of ischemic stroke (reflected by the reciprocal of hazard ratio) and risk of intracranial bleeding (reflected by the hazard ratio) are shown in Fig 2. Each iso-performance score curve was calculated according to multi-attribute utility function principles [40] . For prevention of ischemic stroke and risk of intracranial bleeding, two major sub-criteria of concerns to physicians when selecting an anticoagulant agent, dabigatran 150 mg BID was the top priority for the general population because its performance score was closest to the highest iso-performance score curve (0.8). In contrast, warfarin and rivaroxaban were the least preferred choices; their performance scores were closest to the lowest isoperformance score curve (0.2).
Patients with a higher risk of stroke
For patients with a high risk of stroke (CHADS 2 score!3), we found that apixaban had the highest performance score (0.686) considering both "benefits" and "risks" criteria. Other anticoagulants in descending order by performance scores were dabigatran 150 mg BID (0.462), dabigatran 110 mg BID (0.392), rivaroxaban 20 mg QD (0.271), and warfarin (0.116). When we focused on benefits only, apixaban 5 mg BID had the highest performance score (0.748); other anticoagulants in descending order based on performance scores were dabigatran 150 mg BID (0.697), dabigatran 110 mg BID (0.535), rivaroxaban 20 mg QD (0.372), and warfarin (0.12). When we focused on risks only, anticoagulants in descending order by performance scores were apixaban 5 mg BID (0.586), dabigatran 110 mg BID (0.165), rivaroxaban 20 mg QD (0.109), warfarin (0.109) and dabigatran 150 mg BID (0.085).
Primary and secondary prevention
For primary stroke prevention, we only compared new oral anticoagulants. In the overall benefit-risk assessment, anticoagulants in descending order by performance scores were dabigatran 150 mg BID (0.678), apixaban 5 mg BID (0.589), rivaroxaban 20 mg QD (0.581), and dabigatran 110 mg BID (0.474). The order was similar when we focused on benefits only: dabigatran 150 mg BID (0.753), rivaroxaban 20 mg QD (0.642), apixaban 5 mg BID (0.629), and dabigatran 110 mg BID (0.468).
For secondary stroke prevention, anticoagulants in descending order by performance scores were dabigatran 110 mg BID (0.901), apixaban 5 mg BID (0.601), dabigatran 150 mg BID (0.585), and rivaroxaban 20 mg QD (0.581) in the overall benefit-risk assessment. The order was the same when we assessed risks only; based on performance scores: dabigatran 110 mg Fig 3 showed the ranking of oral anticoagulants under various scenarios by histograms. It not only indicated the ranking of overall performance scores for each alternative, but also how "benefits" and "risks" contributed toward performance scores. In Fig 3, the 95% confidence intervals of hazard ratios reflected the minimum and maximum values in our models to represent uncertainties.
Sensitivity Analysis
We conducted sensitivity analyses of weights for prevention of ischemic stroke (which has the highest weight among "benefits" sub-criteria) and risk of intracranial bleeding (which has the highest weight among "risks" sub-criteria) on performance scores for the general population. We found that if the weight for prevention of ischemic stroke was between 0.05 and 0.65, dabigatran 150 mg BID and rivaroxaban 20 mg QD had the highest performance scores (Fig 4) . Also, dabigatran 150 mg BID and rivaroxaban 20 mg QD were the optimal choices when the weight for prevention of intracranial bleeding was less than 0.32 (Fig 5) .) 
Discussion
This is the first study to compare the benefit-risk balance of oral anticoagulants in patients with nonvalvular atrial fibrillation through MCDA with consideration of the relative importance of different clinical outcomes from patients' perspectives. The MCDA method can compare more than two drugs; it can compare the effects of multiple drugs on the same outcome (clinical endpoints to reflect efficacy and/or risks); and it can also "conjointly" evaluate the comparative efficacy and safety of multiple drugs, considering their benefits, risks, and the benefit-risk balance at the same time [25] [26] . Our results indicate that among new oral anticoagulants, dabigatran 150 mg BID, compared with rivaroxaban 20 mg QD and apixaban 5 mg BID, might be the first choice for patients with AF in the overall risk-benefit assessment. When we consider specifically prevention of ischemic stroke and risk of intracranial bleeding, dabigatran 150 mg BID still has high priority. Our sensitivity analyses also indicate that dabigatran 150 mg BID is either first or second choice if the weights for prevention of ischemic stroke and risk of intracranial bleeding are within certain ranges. Our analysis aims to provide an integrated evaluation of risks and benefits; thus, cost was not included. Our results differ with the findings by Canestaro et al, which was a cost-effectiveness analysis. Canestaro et al found that apixaban 5 mg BID is the optimal choice, it being the most cost-effective strategy, and warfarin is the best option in probabilistic sensitivity analysis [24] .
Our analyses show the differences between anticoagulants in relation to specific outcomes of benefits and risks. Such risk-benefit-risk assessment of drugs can help to guide clinicians in making treatment decisions for individual patients. For instance, while dabigatran 150 mg BID is the best choice in the overall benefit-risk assessment, its benefit is small for prevention of systemic embolism, and in fact, its performance score is the lowest among all drugs when the risk of extracranial bleeding is the main consideration. In this case, dabigatran 150 mg BID is still not the suggested choice for patients with a high risk of extracranial bleeding (especially for older patients), even though it has the highest performance score in our overall benefit-risk assessment. For patients with a higher risk of stroke (CHADS 2 score!3), our results indicate that apixaban 5 mg BID is the first choice, and it is substantially better than the next alternative by performance scores (0.686 vs. 0.462 for dabigatran 150 mg BID). This result is similar to Schneeweiss et al [16] , who compared efficacy and safety of all agents based on data from several large clinical trials. Schneeweiss et al also proposed that apixaban is the best mainly due to statistically similar rates of stroke and systemic embolism but a much lower risk of major bleeding compared with other drugs. Our study also shows the differences between drugs toward other clinical endpoints using an integrated risk-benefit assessment, which provides helpful information to clinicians and patients.
Our findings are also similar to the indirect comparison analysis by Rasmussen et al [15] Rasmussen et al found that for primary stroke prevention, new oral anticoagulants showed some differences in efficacy and risk of bleeding, but no drug is significantly better than the other based on their balance of benefits and risks. For secondary stroke prevention, dabigatran 110 mg BID seems to be safer than other drugs. Our MCDA analysis found that dabigatran 150 mg BID is the first priority for primary stroke prevention; other drugs have similar performance scores. For secondary stroke prevention, dabigatran 110 mg BID is the priority; it is substantially better than the next choice (apixaban 5 mg BID) by performance scores.
This study has important clinical and policy implications. Despite great efforts made on comparative effectiveness research of new drugs, little attention has been paid to quantitative methods for integrated, comparative assessments of benefit-risk balances of drugs. Previous studies only compared drugs' effects on single clinical outcomes one at a time [15] [16] . In contrast, our study compared drugs' effects on multiple clinical outcomes at once and additionally our method integrates benefits and risks. Our study provides an example of how benefit-risk balance of alternative drugs can be compared in an integrated fashion using available evidence. We also compared these agents under different scenarios, including population with a high risk of stroke and for primary and secondary stroke prevention. Integrated assessments of benefit-risk of medicines are valuable for clinical practice.
In spite of its findings and contributions, this study has several limitations. First, the present results only considered pharmacological options for patients with AF, and provided suggestions for choosing appropriate medications in clinical practice. This study did not consider "the necessity of taking new oral anticoagulants for the individual patient" (e.g., the probability of stroke or bleeding) or patient's disease history. New anticoagulants should be used in patients without serious renal/liver/heart insufficiency for prevention of stroke. Second, most decision models including our models are a simplification of decision making when treating real patients. Our models considered specific clinical endpoints for measuring "benefits" and "risks" (e.g., intracranial bleeding) rather than broadly defined outcomes (e.g., bleeding) providing more detailed benefit-risk assessment of oral anticoagulants; however, outcomes can be further stratified, for example, using specific endpoints such as risk of gastrointestinal bleeding rather than including it in the category of local bleeding. We also did not consider medications' properties such as interaction with other drugs, adherence rate, risk of switching medications, off-label or inappropriate use leading to adverse events and so on. Third, how to determine the suitable weights for each criterion with consideration of physicians' and patients' views has been a major challenge in MCDA modeling. While patient preferences need to be considered, these are not well studied to date. Thus, we adopted Analytic Hierarchy Process to estimate the weight for each criterion against other criteria based on existing health utility measures and conducted sensitivity analyses of weights to consider uncertainties, although these may not be particularly sensitive to individual patient preferences and trade-offs between different outcomes. Fourth, this study focused on four scenarios (general, high risk of stroke, primary and secondary stroke prevention), our findings and recommendations may not apply to other scenarios (e.g., patients without AF or patients >80 years old). Further research is therefore warranted to assess the benefit-risk of anticoagulants under different scenarios. Finally, drugs may have accumulated benefits and risks; however, time-dependant nature of risk and benefit was not considered in our MCDA models. Research is needed to advance MCDA method to enable consideration of time-dependant risks and benefits.
Conclusion
To reduce the social and economic burdens of stroke, the most effective way is to prevent its occurrence. In addition to controlling modifiable risk factors associated with stroke, anticoagulant drugs play an important role for the prevention of stroke. However, clinicians and patients often face the challenge of making decisions between multiple treatment choices without integrated, comparative benefit-risk evidence. Using the MCDA quantitative method, this study evaluated the integrated efficacy and safety of oral anticoagulants and compared five treatment options under different scenarios. Our analysis presents a useful meta-analytic approach that allows studies of different types to be synthesized for an integrated assessment of the comparative risk-benefit balance of several drugs at once. Such evidence helps clinicians and patients to make an appropriate treatment decision to prevent stroke under the safer condition.
